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AB The invention discloses the preparation of title compds. I and II [wherein Rl = 
H or alkyl; R2 = alkyl, Ph, PhCH2, (alkyl)Rc, (alkyl)Rf, or Rg; R3 and R4 
= independently (un) substituted Ph, naphthyl, or heterocyclyl ; Rc = 
independently (un) substituted heterocyclyl; Rf = substituted Rc; Rg = 
substituted alkyl, Ph, or PhCH2; and pharmaceutical ly acceptable salts 
thereof] as tumor necrosis factor a (TNFa) and interleukin 1, 
6, and 8 (IL-1, IL-6, and IL-8) inhibitors. For example, 
(4-chlorophenyl) acetic acid was condensed with pyridine-4 -carbaldehyde in 
acetic anhydride and TEA to give 2- (4-chlorophenyl) -3- (pyridin-4- 
yDacrylic acid, which was esterified with MeOH in thionyl chloride. 
Cyclization of the acrylate with hydrazine in EtOH, followed by Pd/C 
catalyzed reduction, afforded 4- (4-chlorophenyl) -5- (pyridin-4-yl) -1, 2 - 
dihydropyrazol-3-one. Addition of 4-oxopiperidine-l-carboxylic acid tert-Bu 
ester in chloroform using sodium triacetoxy boron hydride, hydrogenation 
using Pd/C in EtOH, and deprotection with HC1 in ether and dioxane gave 
III.. Selected compds. of the invention inhibited lipopolysaccharide- 
activated TNF production in THP1 cells with IC50 values of <20 nM. Also 
disclosed is a method of prophylaxis or treatment of inflammation, 
rheumatoid arthritis, Paget ! s disease, osteoporosis, multiple myeloma, 
uveitis, acute or chronic myelogenous leukemia, pancreatic p cell 
destruction, osteoarthritis, rheumatoid spondylitis, gouty arthritis, 
inflammatory bowel disease, adult respiratory distress syndrome (ARDS) , 
psoriasis, Crohn's disease, allergic rhinitis, ulcerative colitis, 
anaphylaxis, contact dermatitis, asthma, muscle degeneration, cachexia, 
Reiter's syndrome,' type I diabetes, type II diabetes, bone resorption 
diseases, graft vs. host reaction, Alzheimer's disease, stroke, myocardial 
infarction, ischemia reperfusion injury, atherosclerosis, brain trauma, 
multiple sclerosis, cerebral malaria, sepsis, septic shock, toxic shock 
syndrome, fever, myalgias due to HIV-1, HIV-2, HIV-3, cytomegalovirus 
(CMV) , influenza, adenovirus, the herpes viruses, or herpes zoster 
infection in a mammal comprising administering an effective amount of I or 
II or their pharmaceutical compns. (no data) . 

IT 671780-98-6P, 4- (4 -Chlorophenyl ) -1- [ (piperidin-4-yl) methyl] -5- 
(pyridin-4-yl) -1 , 2-dihydropyrazol-3-one 671780-99-7P, 
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4- (4-Chlorophenyl) -1 -methyl -5- (pyridin-4-yl) -1 , 2-dihydropyrazol -3 -one 
671781-11-6P, 4- (3,4-Dichlorophenyl) -l-isopropyl-5- (pyridin-4 -yl) - 
1, 2-dihydropyrazol -3 -one 671781-24-1P, 4- { Naphtha 1 en- 2 -yl ) -1- (3- 
phenylpropyl ) -5- (pyridin-4 -yl) -1, 2-dihydropyrazol -3 -one 
671781-25-2P, 4- ( Naphtha 1 en- 2 -yl ) -1- (3-phenylpropyl) -5-pyridin-l , 2- 
dihydropyrazol -3 -one 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) ~ " 

(TNFa and/or IL inhibitor; preparation of dihydropyrazolones and 
alkoxypyrazoles as TNF-a and interleukin lowering agents for 
treatment of inflammation and related conditions) 
RN 671780-98-6 CAPLUS 

CN 3H-Pyrazol-3-one, 4- (4-chlorophenyl) -1, 2-dihydro-l- (4 -piperidinylmethyl ) -5- 
(4-pyridinyl) - (9CI) (CA INDEX NAME) 



H 




RN 671780-99-7 CAPLUS 

CN 3H-Pyrazol-3-one / 4- (4-chlorophenyl) -1 , 2-dihydro-l-methyl-5- (4-pyridinyl ) 
(9CI) (CA INDEX NAME) 




RN 671781-11-6 CAPLUS 

CN 3H-Pyrazol-3-one / 4 - (3 , 4 -dichlorophenyl ) -1 , 2-dihydro-l- (1 -methyl ethyl) -5- 
(4-pyridinyl) - (9CI) (CA INDEX NAME) 
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RN 671781-24-1 CAPLUS 

CN 3H-Pyrazol-3-one, 1 , 2-dihydro-4- ( 2 -naphtha 1 enyl ) -1- ( 3 -phenylpropyl ) -5- (4- 
pyridinyl)- (9CI) (CA INDEX NAME) 




RN 671781-25-2 CAPLUS 

CN 3H-Pyrazol-3-one, 1 , 2-dihydro-4- (2-naphthalenyl) -1- (3 -phenylpropyl) -5- (2- 
pyridinyl)- (9CI) (CA INDEX NAME) 
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AB The invention discloses the preparation of title compds . I and II [wherein Rl = 
H or alkyl; R2 = alkyl, Ph, PhCH2, (alkyl) Rc, (alkyl) Rf, or Rg ; R3 and R4 
= independently (un) substituted Ph, naphthyl , or heterocyclyl ; Rc = 
independently (un) substituted heterocyclyl; Rf = substituted Rc; Rg = 
substituted alkyl, Ph, or PhCH2; and pharmaceutical^ acceptable salts 
thereof] as tumor necrosis factor a (TNFa) and interleukin 1, 
6, and 8 (IL-1, IL-6, and IL.-8) inhibitors. For example, 
(4 -chlorophenyl) acetic acid was condensed with pyridine-4-carbaldehyde in 
acetic anhydride and TEA to give 2- (4-chlorophenyl) -3- (pyridin-4- 
yl) acrylic acid, which was esterified with MeOH in thionyl chloride. 
Cyclization Q f the acrylate with hydrazine in EtOH, followed by Pd/C 
catalyzed reduction, afforded 4- (4 -chlorophenyl) -5- (pyridin-4-yl) -1,2- 
dihydropyrazol-3-one. Addition of 4-oxopiperidine-l-carboxylic acid tert-Bu 
ester in chloroform using sodium triacetoxy boron hydride, hydrogenation 
using Pd/C in EtOH, and deprotection with HC1 in ether and dioxane gave 
III. Selected compds. of the invention inhibited lipopolysaccharide- 
activated TNF production in THP1 cells with IC50 values of <20 nM. Also 
disclosed is a method of prophylaxis or treatment of inflammation, 
rheumatoid arthritis, Paget ! s disease, osteoporosis, multiple myeloma, 
uveitis, acute or chronic myelogenous leukemia, pancreatic p cell 
destruction, osteoarthritis, rheumatoid spondylitis, gouty arthritis, 
inflammatory bowel disease, adult respiratory distress syndrome (ARDS) , 
psoriasis, Crohn ! s disease, allergic rhinitis, ulcerative colitis, 
anaphylaxis, contact dermatitis, asthma, muscle degeneration, cachexia, 
Reiter's syndrome, type I diabetes, type II diabetes, bone resorption 
diseases, graft vs. host reaction, Alzheimer's disease, stroke, myocardial 
infarction, ischemia reperfusion injury, atherosclerosis, brain trauma, 
multiple sclerosis, cerebral malaria, sepsis, septic shock, toxic shock 
syndrome, fever, myalgias due to HIV-1, HIV-2, HIV-3, cytomegalovirus 
(CMV) , influenza, adenovirus, the herpes viruses, or herpes zoster 
infection in a mammal comprising administering an effective amount of I or 
II or their pharmaceutical compns . (no data). 
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IT 67 1780- 98 -6P,- 4- (4 -Chlorophenyl ) -1- [ (piperidin-4 -yl) methyl] -5- 
(pyridin-4-yl) -1 , 2-dihydropyrazol-3-one 671780-99-7P, 

4- (4 -Chlorophenyl) -1 -methyl -5- (pyridin-4-yl) -1, 2-dihydropyrazol-3-one 
671781-11-6P, 4- (3,4-Dichlorophenyl) -1-isopropyl -5- (pyridin-4-yl) - 
1, 2-dihydropyrazol-3-one 6717 81-13 -8P, 4- (3 , 4 -Di chlorophenyl ) -1- 
isopropyl-2-methyl-5- (pyridin-4 -yl) -1, 2-dihydropyrazol-3-one 
671781-15-OP, 4- (3,4-Dichlorophenyl) -2-methyl-5- (pyridin-4 -yl) -1- 
{ (pyridin-3-yl) methyl] -1, 2-dihydropyrazol-3-one 671781-18-3P, 
l-Cyclohexylmethyl-4- (3,4-dichlorophenyl) -2 -methyl -5- (pyridin-4 -yl) -1,2- 
dihydropyrazol-3-one 671781-24-1P, 4- (Naphthalen-2-yl) -1- (3- 
phenylpropyl ) -5- (pyridin-4 -yl) -1, 2-dihydropyrazol-3-one 
671781-25-2P, 4- ( Naphtha 1 en- 2 -yl ) -1- ( 3 -phenylpropyl ) -5-pyridin-l, 2- 
dihydropyrazol -3 -one 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(TNFa and/or IL inhibitor; preparation of dihydropyrazolones and 
alkoxypyrazoles as TNF-a and interleukin lowering agents for 
treatment of inflammation and related conditions) 
RN 671780-98-6 CAPLUS 

CN 3H-Pyrazol-3-one, 4- (4 -chlorophenyl) -1 , 2-dihydro-l- (4-piperidinylmethyl) -5- 
(4-pyridinyl) - (9CI) (CA INDEX NAME) 



H 




RN 671780-99-7. CAPLUS 

CN 3H-Pyrazol-3-one, 4- (4 -chlorophenyl ) -l,2-dihydro-l-methyl-5- (4-pyridinyl) - 
(9CI) (CA INDEX NAME) 



H 




RN 671781-11-6 CAPLUS 

CN 3H-Pyrazol-3-one, 4- (3,4-dichlorophenyl) -1 , 2-dihydro-l- ( 1-me thy lethyl ) -5- 
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(4-pyridinyl) - (9CI) (CA INDEX NAME) 
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RN 671781-13-8 CAPLUS 

CN 3H-Pyrazol-3-one, 4- (3 , 4-dichlorophenyl ) -1 , 2-dihydro-2-methyl-l- (1- 
methylethyl) -5- (4-pyridinyl) - (9CI) (CA INDEX NAME) 



Me 




RN 671781-15-0 CAPLUS 

CN 3H-Pyrazol-3-one, 4- (3 , 4-dichlorophenyl) -1 , 2-dihydro-2-methyl-5- (4- 
pyridinyl) -1- (3-pyridinylmethyl) - (9CI) (CA INDEX NAME) 




RN 671781-18-3 CAPLUS 

CN 3H-Pyrazol-3-one, 1- ( eye lohexyl methyl ) -4- (3 , 4-dichlorophenyl) -1 , 2-dihydro- 
2-methyl -5- (4-pyridinyl) - (9CI) (CA INDEX NAME) 
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RN 671781-24-1 CAPLUS 

CN 3H-Pyrazol-3-one, 1, 2-dihydro-4- (2-naphthalenyl) -1- (3-phenylpropyl) -5- (4- 
pyridinyl)- (9CI) (CA INDEX NAME) 




RN 671781-25-2 CAPLUS 

CN 3H-Pyrazol-3-one, 1 , 2-dihydro-4- (2-naphthalenyl) -1- (3-phenylpropyl) -5- (2- 
pyridinyl)- (9CI) (CA INDEX NAME) 
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